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REMARKS 

I. Introduction . ^ .v-v/i 

. Ill response to Ae.Office AcafXL&ted November 29.„2JK>2 > claims (^Mdi are detected , 

^to a.n6n-ekcted embodiment of tStmyention) have been cancelled;and claims 19 and : 21 havebeen _-~ 
aifiended. Claims '19^24 remain.in.die application. Re-e^minajion- and re-consideration of the 
application, as amended, is requested. " ^ - <ar ^ - 



II. " "Haifa Amendments *" _ ^ _ -3*" 

Applicants' attorney has made amendments to the'eiaims as indicated above... These 
" " amendments were; made solely for the-purpose of clarifying the language of "the claims, and werejiot 
required for patentability or to distinguish the claims over the prior art. - <cW . 

III. - _ NFrm-Art Rejections - \. - — •• 

On page 3 of the Office Action, claims 19-24 were rej ected .under 35 U.S.C- §U2,.second 
paragraph, as being indefinite for failing to particularly point out and.distinctly claim the subject ... 
matter which Applicants regard as the invention. " -• >T • •• - . • - 

Applicants' Attorney first wishes to thank Examiner Lukton for his very-: helpful suggestions, 
regarding clarifying language for the claims. In this context, claim. 19 hasJaeen amended 
hereinabove in accordance with the Examiner's sugge'stions.in order to clarify medaims language. 
Applicants note that the amendments to clsrim.19 are merely clarifying and introduce^ new_matcer. 
A method of inhibiting aggregation of a peptide is generally discussed for example in the. first .• 
paragraph of the summary, page 2, lines l3-21;-the full name u^Oiydroxymediy^aminomethane-is 
generally discussed for example in the first paragraph on page 7, lines 1-4, the mitigation of the 
effect that carbonic acid (aqueous carbon dioxide solutions exhibit the equihbrium*C0 2 _.+-HlO ^ - - 
H,C0 3 ^H- + HCCV) has on.thepH ofporyplptide formulations is generally discussed for .. 
example in" the thkd^aragraph of page 5;jines 18-27; and the use ofVueh-buffers for^ntne and - - 
under conditions_eltective to inhibit aggregation is generally discussed for example-oa-pagc felines _ 
17-26. " - — . - , • 
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. As Applicants have clarified the language of the claims in exact accordance with the * ' * f i Ul 
Examiner's suggestions, the withdrawal of the rejection under 35 U;S<G. §112, second paragraph is ; j< 
^respectfully requested. ' ., ^ "\.-" 

„ 'J"-"' * . ** CZ^u-jc. _ ■ ' ■ , 

IV^ Prior Art Rejections^ ^"^^^ ^ ~ * ~ 

On page 4 of the Office Action, claims 19-21 afc£ 23-24 were rejected undex~35JJ.S.C. §1 03 
as being unpatentable overMassey et al, U.S. Patent No, 4,839,341 (Massey). On page 4 of the ^ ^ 
Office~Action, ckrm'l9 is rqectedunder 35-U,S.C. §103 as being unpatenrabletoyer Langballe ec aL, , 
U.S. Patent No. 6,174,856 (Langballe). , „ ~ . - ~\ ^' * ~ 

" * The following sections responds each of the Examiner's rejections urtdei- 35 U.S.C. §103. ^ 



on: 



- A. Subject Matr ^ rifrr^ HaWH Tnygnrron. - . ^ 

- Independent claim 19 is directed to mediods of inhibiting aggregation of a polypeptide by " 
combining the polypeptide with a buffer containing both TRIS and a second buffering molecule 
selected so that it dogs norcon rsm s W *mine group and which mitigates the change-in pH that^. . 
- results from the formation of carbonic aciil Asnoted for example at page 1 0, lines- 25-29,, the use of 
buffering molecules chat do not contain & free amine group are preferred erobodiments of the' 
invention due to the decreased chemical reactivity of such molecules. «. . 

B. Response to Examiner's rejection under 35 US.C. K103 in view of U-S- Pate nt Mq f ^ • 
■ 4.839.341. ... _ J - - 

Applicants respectftdly traverse the rejection in view of Massey because this reference fails to 
" teach or suggest buffer systems which combine TRIS and a second buffering molecule haying the 
""""" spedficxharacterisucs recitedln the claims (?grno^free v ornine group). In particular, wbiltL^s se Y - 

recites a number of Afferent buffering molecules thatare commonly used hTpolypepmfc ^ - 

^ formulations, this reference.&ils,to discuss ahy-ofjhe chemical characteristics of these^okcules, 
"much less the presence^or absence of free amine groups. ^ _ - — ^ 

^ Massey not only fails to teach or suggest methods utilizing bu ffering molecules Jacking, a free 
* amirie group but further teaches away from the claimed invention by teaching amsans that "the 
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preferred buffers are TRIS and riycinamide ", a molecule which, as shown by the chemical formula , 
provided herein as Exhibit contains a free amine group (see e.g. Massey, cohimn;4,*aes 40-41). 
; 1 1 '~ Therefore, after reading Jtbi$ reference as a whole (as required by M.P-RP- 2141.02), A^feants- ' 

^respectfully disagree with the Efflnfinctfr assertion that their Methods that utilize TRIS cpmbined ^ v _ 

with molcculesiaglahg a free amine group are obviorejn view of Massey^ exp]i,qi|^ehing to the 
c^contrary, i.e. that it is prefcrable.m r inhihit the aggregation of p^ypepndes usirtg fotm\Jatipji5^hat * ^. 
include buffering molecules having fi^amine"groups. — * — 

As-noted above, Massey fails lb teach^oi^u^est selecting TRIS out ofthe^t of buffering *^ p^' 
molecules recited in this referencelmd ihencombining this moleculewith a second molecule thy: is 
- further selected "to: (1) lack a free amine group; and (2) function ~ ^- * 
results torn the formation of carbonic acid Moreover, Massey teaches away from the claimed 
invention by informing artisans that preferred buffers are TRIS and glycinatrjjde; a molecule which c - 
actually contains a free amine group. Consequendy, one slotted in the art could not have found the 
claimed invention obvious in view of this reference. For these reasons, 4pplkants respectfully ^ 
request the withdrawal of the rejection under.35 U.S-G §103 in view of U/*Patent No. 4,839,341 . - ^ ^ 

C. Response m Evaminer's reje r rinn under 35 TT.S.C. S1 03 in view of'U.S, Pa^nftNo. ^ « 
'6.174.856. - , ' - 

'* ' ** * — 

* Applicants respectfully traverse the rejection in view of Langballe becaujejhis -reference foils — 
. . to teach or suggest buffer systems which'combine TRIS and a second bufferingm"olecul$^H^g the 
specific characteristics recited in the claims (e.g. no free amine group).*In particular, while Massey— 
recites a number of different buffering molecules that are commonly used in polypeptide ^ 
'fomiulations, this reference &ils to discuss any of the chemical characteristics of these molecules^' J" . . _ 
much leslhhe presence. or absence of free amine groups. «ao _ ^ V 

Laogballe not only "fails-to teach or suggest methods utilizing,buff^g~mole(^es4addng a * 
^ee amine group but further teaches away from the claimed inye^on by^teaching^tissu^that^ _ - . 
p ' "[i]t has now surprisingly been found that the seabiliry of insulin compositions can be sigrt^antly ~— - 
improved by formulating the compositions using a combination of a buffer-such as ^lycylglycine - 
(Gly--£ly)**aiid metal ionsjsuch as Ca ++ It has in particular been fou^d that-^hen the sodium ^ 
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phosphate buffer in a traditional insulin composition is replaced with acGly-Gly buffer in 
combination >tfith calcium ions, the formation of soluble aggregates duringstorage at S D C decreased 
remarkably" (column 3, lines 28-36). In particular, glycylglycine is a molecute' which, as shown by 
^> ^ ihe chemical fojmula.provided herein as Exhibit B^contains a free amine grojjgy^ierefQre, after 
- reading this reference as a whole (as xsqtiired by NLP.EJP. 2l41.02)HAppHcaiits respectfeOly disagree 
with the Examiner's assertion that their methods-that utilize TRIS combineckwith mplccules^kcking 
_ a fceeamine group are obvious in view of Langballe's explicit teachings the contrary, ie-jhat itls 
preferable tojnhibit the aggregation of polypeptides using fonnulationsjtlTat include buffering ^ 
molecules having free amine groups. _~ - ' ^ - 

* ^.As noted above^Langballe fails to teach or suggest selecting TRIS out of the varietjc-of- 
buffering molecules recited therein and then selectively combining this molecule with a second „ 
molecule that is further, selected to: (1) lack a free amine group; and (2) fi^ctio* to nriogate-ihe^ 
change in pH that results from the formation of carbonic acid. Moreover, Langballe teaches thar.^* 
preferred buffers contain glycylglycine. a^molecule which actually contains a fre^amine group. ; . 
Consequently, one skilled in the art cofald not have found the claimed.invenuon obvious in view ••©£.. 
this reference For these reasons, Applicants respectfully request the withdrawal of the rejection . - 
under 35 U.S.C. §103 in view of U.S. PatcntlNo. 6,174,856 • * ~ 



V. ~ Conclusion _ * * 

- Thus, Applicants submit that independent claim 19 is allowable over Mas seyand. Langballe. 
~ Further, dependent ^claims 20-24 are submitted to be allowable over Massey and:Langballe in the 
-same manner, because they are dependent orfindependent claim 19 > respectively, and thus contain <, 
all the limitations of the independent claims. In addition, dependent claims 20-24 recite additional 



^-novll elements not shown by Massey and Langballe. - 



a 
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In view of the above, it is submitted that this application is now in good order for allowance 
and such allowance is respectfully solicited Should the Examiner believe minor mattei^tfflr Remain that 
can be resolved in a telephone interview^ the Examiner is urged tQ call Applicants' undersiggej ^ \ 
attorney, 1 — ^ ~ ^ ^ 



Date: February 28. 2003 
WJW/sjm 
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Respectfully submitted^ — * 

- GATES & COOPER LLP ~ 
Attorneys for Applicant(s) ~ ~ 

^Howard Hughes Center 

6701 Center Drive West, Suite 1050 
Los Angeles, California 90045 
(310)641-8797 V 

Natnc: William J. Wood 
" ' *- Reg." No.: 42,236 
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